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Nature Research wishes to improve the reproducibility of the work that we publish. This form provides structure for consistency and transparency
in reporting. For further information on Nature Research policies, see Authors & Referees and the Editorial Policy Checklist.

Statistics

For all statistical analyses, confirm that the following items are present in the figure legend, table legend, main text, or Methods section.
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The exact sample size (n) for each experimental group/condition, given as a discrete number and unit of measurement
A statement on whether measurements were taken from distinct samples or whether the same sample was measured repeatedly

The statistical test(s) used AND whether they are one- or two-sided
Only common tests should be described solely by name; describe more complex techniques in the Methods section.
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A description of all covariates tested
A description of any assumptions or corrections, such as tests of normality and adjustment for multiple comparisons

A full description of the statistical parameters including central tendency (e.g. means) or other basic estimates (e.g. regression coefficient)
AND variation (e.g. standard deviation| or associated estimates of uncertainty (e.g. confidence intervals)

For null hypothesis testing, the test statistic (e.g. F, t, r) with confidence intervals, effect sizes, degrees of freedom and Pvalue noted
Give P values as exact values whenever suitable.

For Bayesian analysis, information on the choice of priors and Markov chain Monte Carlo settings

For hierarchical and complex designs, identification of the appropriate level for tests and full reporting of outcomes
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Estimates of effect sizes (e.g. Cohen's d, Pearson's r) indicating how they were calculated

Our web collection on statisics for biologists contains articles on many of the points above

Software and code

Policy information about availability of data
All manuscripts must include a data availability statement. This statement should provide the following information, where applicable:
- Accession codes, unique identifiers, or web links for publicly available datasets
- Alist of figures that have associated raw data
- A description of any restrictions on data availability

Data availability. The data sets generated during this study are available from the corresponding author upon reasonable request. The summary estimates for this.
analysis are available on the Cardiovascular Disease Knowledge Portal (http://www broadcvdi.org/).
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Data collection NA

Data analysis cADD as in FUMAV13.2 hington.ed
Eagle 2.3 https://dat:
EasyQC9.2 b

FUNIA 1.3.2 http://fuma.ctglab.nl/
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HaploReg 4.1
IMPUTE2 v2, 3 http://mathgen stats.ox.ac.uk/impute/impute_v2 html
LDSC 1.0.0 https://github.com/bulik/Idsc
MaCH 1.0.15 http://csg.sph.umich.edu/abecasis/mach/index.html
mach2dat 1 https://genome.sph.umich.edu/wiki/Mach2dat:_Association_with_MACH_output
MAGMA as implemented in FUMAv1.3.2 https://ctg.cncr.nl/software/magma
METAL 5-Mar-11 https://genome.sph.umich.edu/wiki/METAL
MetaXScan 0.6.1 https://github.com/hakyimlab/MetaXcan
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Human research participants

Policy information about studies involving human research participants

Population characteristics  Participants were of European ancestry. Detailed population characteristics for each study are provided in Supplementary Data
12 and Supplementary Information.

Recruitment Study participants were from either case-control or population-based study designs
Ethics oversight All included studies were ethically approved by local institutional review boards and all participants provided written informed
consent
Note that full information on the approval of the study protocol must also be provided in the manuscript.

All studies must disclose on these points even when the disclosure is negative.

Sample size Participants from 26 cohorts (with a total of 29 distinct datasets) with either a case-control or population-based study design were included in
the meta-analysis, as part of the Heart Failure Molecular Epidemiology for Therapeutic Targets (HERMES) Consortium. Data from a total of
47,309 cases and 930,014 controls were analysed.

Data exclusions  Only samples of European ancestry were included. Samples and variants were excluded at both pre-impuation and post-imputation stages.
Pre-imputation exclusion were study-specific and consisted of exclusions based on sample call rate, heterozygosity outliers, ancestry outliers,
relsted indviduals and sex mismatches, varint call at, devisions from Harcy-Weinberg, high dscordance rates,alele frequency. Post
imputation and prior to lysis, variants d if any one of the following criteria: imputation quality < 0.5,
minor allele frequency < 0.01, absolute betas and standard errors > 10. After meta-analysis, variants not present in more than 50% of studies
were excluded

Given the sampl and of a replication sample of sufficient size, experimental replication was not attempted.
Randomization | Cases were participants with diagnosed with HF. Controls were participants free of heart failure.

Blinding Blinding was not relevant to our study. Only summary level data was shared by each participating study for meta-analysis.
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Materials & experimental systems Methods
n/a | Involved in the study n/a | Involved in the study
X|[] Antibodies X|[] chip-seq

Eukaryotic cell lines X|[] Flow cytometry
Palaontology [XI|[[] MRi-based neuroimaging
Animals and other organisms

Human research participants

XOXX KX
OoxOOod

Clinical data




